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REVIEW OF A BIOAVATLABILITY PROTOCOL

) » P & a:hioavai labilitystudy to ébmpare_
- hydrochlorothiazide, 50 mg tablet (Camall: oany) to the reference drug, =
- Hydro-Diuril, 50 mg tablet (Merck’,ASl}ar‘p‘ and Dohme) o . L

is a p roto ¢co

2. The stt_id& is to be conducted by I R o i

3., The principal investigatbr;ﬁiii be. ‘  Medical R o R o

Director of Sl - His-curriculum vitae has been submitted. ' AR
. 4, Male subjéétsms‘érlected for tliié gtudy will be\ between the ages of

21 and 50 years. :-Weight. range.of :the subjects will.be within 10% of .. -
their ideal weight (in accordance with the Metropolitan Life Insurance
Company Bulletin #40., Nov=Dec 1959) ez -

5. Twenty normal healthy male adult _volunteers will be chosed. . Each
subject will be free of significant gastrointestinal, renal or hepatic
disease. 1In addition, subjects.with.a history of .chronic .alcohol con-
sumption will not be eligible. Reference is made to the above in paragraph
8 under 'COMMENTS". : O

6. A signed consent form will be obtained from each subject. These
consent forms will describe the possible adverse reactions to the drug.

7. Laboratory tests will include CBC, BUN, FBS (fasting blood sugar),
SGOT, alkaline phosphatase, serum bilirubin, differential white counts,
and urinalysis with microscopic examination. S

8. All subjects will Wabstéih‘ ‘from \ahy rirug ﬁédicatioﬂ“;t ;leé;st;;] days
prior to the study and from any alcohol at least 72 hours before drug
administration. . No wcoffﬂee will be permitted during both test days.

9. Only non-institutionalized subject volunteers will be used in this 1
study. RTINS g . ‘
10. .Each drug will b easgayeg fgl; con_twent%mifomity, R *Qw BN ES LS




groups of 10 each

11. The subjects will be divided into two . On the

firat'testjday;géachisubjégt

‘to administration“;of, the drug, . The 8ubjects will ingest a single 50 mg
tablet of the test ‘of referen, with 6-8 ou

- twelve hour fasting siops

.. The second tes;,\day\_ --1ers from the » 88 'thy
ounces of watér”'willf‘bé}thkenfonew r. o dosage timewvs\kaunces
originally. This is k,_ﬂot_qg\!;f:}ﬁ}} Paragraph 5 under "commmsjf. R
12. Crossover intefvai“wiiib;jéﬁé:ﬁéék;iNéFf&géjﬁiii Bé:Eakeq;untils‘
4 hours post dosage, - " M€ ¥eek No food will “

13. Urine speéiﬁens will 'E‘e',colieéted ‘in\ the ‘followingA fractions: 0-1,
1-2, 2-3, 3-4, 4-8, 8-12, and 12-24 hours, Additional collection timeg
omitted appear in paragraph 6 under "FOMENTS" e SN
Eight ounces of wat’et‘ will be given to the subjécts at the time of .
each urine collection. ;fw;{:;g»w SEe b mEITLE D el ,

14.  Each urine specimen will be measured for volume and pH.

othiazide in the urine by the methods of Sheppard, Mowles and Plummer,
Determination of szrochlorothiazide in Urine (J.A. Pharm, Assoc.,
Scientific Edition, Nov 1960), ‘

- 16. The Specificity, sensitivity, >and linearity, to measure the drug at
levels expected in the clinical specimens, will be submitted to validate
the methodology, v

17. aA11 data, including frecovery data, statistical Curves, etc., are
.to be submitted with the report, S I L :

19.  Subjects will be monitored during the study day for adverse reactions.

Any side effects will be reported.
COMMENTS :

1. Each subjects will be given a geheral‘physical examination fncluding
history, P s e \ T T

will drink 8 ounces of water, 1 hour prior




e
76. ~ The 1ot mmbeta and the “:?.ze £t
be remitted._j

7. Each subject should be fre
~ m hepatic disease.

8. Each subjéct" 18 to be informed that he 1is entirel
from participation in the study at any time,
for more than 20 volunteers

y free to wit“hdr;aw“‘
Provision should be made
‘to’ anticipate subject withdrawal

RECOMMENDAT ION : s L

The company should be informed of COMMENTS 1 through 9. The S
protocol should be rewritten to include all:the above comments.,
Approval of the protocol is ‘recommended provided that comments .
1 through 9 are adequately incorporate\d} ;

Katherine Apone | i
Clinical Research Brnach
/




Hydrochlorothiazide i Camall Company
50 mg Tablets T SR - Submission Dated:
ANDA 83-965 February 21, 1977

REVIEW OF A BIOAVAILABILITY STUDY

This study compared the urinary excretion of hydrochlorothiazide in 22
normal fasted subjects following administration of 50 mg of the Camall
product or Hydrodiuril (MSD). The clinical part of the study was done
by and the assays were done by

, The drug was given with eight ounces of water. Urine was
~ collected at 0, 0-1, 1-2, 2-3, 3-4, 4-6, 6-8, 8-12, and 12-24 hour
intervals after dosing. The crossover was done after a washout period
of one week. The assay was the spectrophotometric method of Shepphard
et. al. The raw data, standard curves, etc. were included in the sub-
mission.

The total average cumulative excretion for the 24 hour collection period
was 26.75 mg for the Camall product and 27.91 mg for the MSD product. The
rate of excretion was similar for each product and reached a peak in about
three hours. The data was presented as rate per collection time and not
as rate per hour. The area under the curve, therefore, is incorrect un-
less it is calculated from the rate per hour. The maximum rate per hour
averaged 4.84 mg/hr for the Camall product and 5.38 mg/hr for the MSD
product. o S

Dissolution was submitted using the method described in the USP XIX,
page 651, in acid at 150 rpm. The average of six tablets gave 98.7%

in 10 minutes for the Camall product and for the MSD product the average
was 75.6% in 10 minutes, 88.1% in 20 minutes, and 92.0% in 30 minutes.

RECOMMENDATION:

The data shows that the Camall hydrochlorothiazide 50 mg
tablet is bioequivalent to the MSD product and approval
of the bioavailability requirement is recommended.

The dissolution specifications in the USP are being revised
and the company will be requested to repeat the dissolutign
studies at_lg? rpm in water using the rotating basket. ‘

(7] .
“\ :
Harold R. Murdock, Ph.D. "
Biopharmaceutips Review Branch




